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(54) *hn m] 



43S£}o|£7j| W%Si\ -§-#£»] A^V^s)^ 3£ s^j 0.5. v}3_S.^o)^) ^#21 ^^H-g- *Xfl. 
4^*l*Mlfe ^H3.eWH31 3^£°1 ol^l 71 ^| f 1 ^ 433 ^EflS. JlSfl Sife 433.4°lE.31 

4^1-si oH] 3 £0.3.4 ^-frs^ a^ j^g. xfl^#c].. 

443, 433.4°lE- 



£- "ll-f -f ^4 444-1: 433.4<>lH(macrolide)4 44#2l *W #4 3 .2J5L4, slfi. £°H14 °1 

444. 



444 43 34444 4tt 433.4 0 UM] s^s] 51.401 Ej-H4el4^(tacrolimus)2l 34 4*H-& 
sa<H^^, *]s.43 HS.^«i]l^»s.^>ifi1- 44 44*114 4*fl4l» °1443 443(ii^tt)2l Ji«fl 44*)]-! 
4fe *M o]ol ^JSH^U 44H1» 44, EP0240773). a 34 4*fl*fl* 444£r 3-H14 ^44 0.3.4, 

^2] 443°1 £7) nflS-ofl ^-oflAi 5g 7 H- 93jL 5434, 444 3434 7]-*H 3^ 444°1 444 

43434^3 34 ^^-i- 2)1*114 f-4£ A>3-S]J1 44. ^W>2) 0,^. efej ^ /^fl. *n*|]34 

34 4°144, =l 43 43 443 ^44<>1 34sU, 4/3L£ a 443<H1 4343 334 ^^#o] a.oj^ fe 3 
3 M^Wi 4343 43344. 4 4<S3 433«4 33 444 14, 43*el4^» 344 °>3S.e^o)H 

74i 4443 34 4433 444:2, ^/afe 444 444(44)3 333^ 444 33* 43433 01 



4-3 3 ?3 * 44 

<^^2] 7fl3> 

4 43£ 4^343^3 44#3 -g-#oj ^^5)<H fl- ^-g- Jf^iUL 444 *MH 

£ 4^3 443 ^-^^ r pH 4.55. 2:34 0.005%3 «|H^4 HiffSli Aj^oB o.^ Af-g-^^ 

^1 13 <ag- ^^21 -8-# ^1^ ^1 2 ^(sllSCpaddle)^, 50rpm)°1) !U<H^ ^H5.2}o|^7fl ^^#21 ^cfl -§-#^ 
2) 63.2%7> ^l^S.-?-El *#sl^ A|#(T63.2%)°1 0.7-15^^°! ^-§- #^o.S. s^fe v\3.2.$°]!£.7f\ #^2) *] 
»o v ^ ^1^1 j # ^1^^ 51 °1 4. 

71*83 A)« 0 V^ ^l^ofl A^S]^ Jlifl ^AVsflS 5!o|4. 

^ t^sl 41- §-i^°l 0.1-50/flD, <a4 4#ol 0.2-20/aD«?] 4H3.eHE.7fl 
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43 v]M\ 443- Ai 4?1 7]^ *\W 4&S)fe 435.^0)0^ 444°) 4^ £44 *|)44fe ?H4. 

£ ■§-# A^ofl 3*B T 63.2%fe. Al^ofl 43 £44 444 §S.E(p| ot )5>^ 4^ 444 af j a 

314<H] ^«fl 4t 44. 3-8-*H 01444 "ill- 4 o) 4jM(UjHI »), 

o>7>44 -friHKSJIIlg *64) 4*1 r ^0)HS. 4*3°! 44 4^ oj o.j R138011 7\*m 44 4 

4 14 #£4 04 4-£4, Cube-root £f MIt $a*l4, £.4 -§-# sfl4-§- 7 >4 4 5^4 <r 5Ufe £.44-°- 
3.4, 47) *H g n)4 444 L. J. Leeson, J. T. CARSTENSEN 4 r s)4f-2) 4#j (JfeABtt) P. 192-195<H) 
7l*l« Weibull t^7l- $3)4 $14. 

Weibull 4<r£, °)4 *1#(TW 4oH3 *##(%)<>1. 

***(%)=DmaxX{l-exp[-((T-Ti) n )/m]} 

o] 5)4 4 44*1 ^ 44 4^o)4. ^7| ^4 Dmaxfe a) 4 ^40H4s) Sjcfl 444, m 4 44 44 
iflir 3£ 44*14 n-S- -§-# ^)4* 44*flfe 44*14 Ti4 -8-*«>l 7l4« oj|44si x)*|| A)4(i ag ti 
me)* 44Mlfe 3*1 44*1^3-4, oi^ji- 44444 s^o)i £)«n 44 444 £44 4 44. 

-§-# 14* Weibull 4*4^ 4 44n]EH. fl^fe, 0flS #«H ^71 <*p}£*l- ^l-M, 0> 7 > 

471- 4^1 4*1 r„].oiHS.^ffE|o| 44 44 ^£4 °Jfj (SJIS) P. 40°f| 7}m 3^ 2*^01 0)44 

4. 4*)H-°-3.fe 4 Al^oflAisi 47I ah 44 ^^14 44*1 43 243 4317} 4 ±7* € n|4 44*1^71- 43 
S)ai, 01 44*13* 47144) s]«ji Tflxvs)^ ^.f, ^Aj^. aj^s 7 P j. ^. 7fl^4fe 4^o| ^4. 

Weibull ^ofl^sl 4 44nlel7l- ^fe 441- ol«H ^$$4. 

Dmax(2lcll -8-**)-gr ^oflAi ^^^V 44 Q*] t m\Q ^^*\<>\ ^cfl -g-frf-S. ^1, ^S>^iS. Dmax *lfe 100(% 
)<H| 71-4* ^ol 4^2J44. 

m(3£ 44*1 3 )«• ^Hlsl -§■# 44Mlfe 44 D lels.Ai, m ^ 7 > -§-# ^£7> 4=^1, #^4 ■§•# 

#£4 <si* 44\H4. 

n(^^ 44 D lEl)£ 4^31 ^Aj"* 444^ 44 D )el3.Ai, n *17> 1«J n}| Weibull -§-#!-(%)=DmaxX{ 
l-expt-(T-Ti)/m]}ol S| 3L. 0} 4-& 14 #£^14 f-?}^?) nfl^-ofl ^.^ 4^0. x ^ 4 £ a]o|| 0^7^^ ^.^ 4aJ 0 | 
€4. n a)71- ia.4 4* °fl^- -§-# tMl^ol S|ji, n *14 ia.4 # "life •§•# 44i°l Aia£oi£. (sigmoid) ^ 
ol €4. 

Ti(^4 44"lEl)fe -g-#4 TflAH 4^1 a14* 44^flfe 44«1^< : '14. 

^.^o)] ojo!45l 4H3.4<>lH41 4^#S1 4u c VAj 4-71 Weibull 4^3. 5i4. ^-^cfl. Dmax(^ 

*fl -§-#l-)7l- 80% t>14, 4#3l47llfe 90% 014, Jt4 44M*Mlfe 95% 01401^, m (4s. 44 n l^)°l 0.7-20, 
4^2]47llfe 1~12, S.4 4^^4^1fe 1.5~8oU, n(^4 44 D lel)ol 0.2-5, 4^47||fe 0.3-3. a.4 4^214 
7flfe 0.5-I.50UL, Ti(4*l 44 n lel)7l- 0-12, 4t^4?llfe 0-8, Ji4 4^47llfe 0-40)4 4fe *M 

aJ ^141- ^44fe ^o) 71-444. 

a4, a Weibull 4^rS-¥-El ^44^. 4444s) m , 0)44^7, m i/n 4 i)o|) ^4^4 44*14 %4 4§-s| 
2)cfl -§-#f=s) 63.2%7)- ^MlS-^-el -§-#slfe 44(t 63.2%)4 44MU 5U4. iafltfl. T 63.2%(hr)=m V" s) ^o) 
«4. €■ ^^^1 A 1 u o v 4 ^l^s) 4# 4aj^. pH 4.53. 2:^4 0.005%sl *ls.4^1is.^-il-s.ii 44°» 
^S.Ai A>44^ ^| 13 7fl^ <y^- 4^3) 4# a]^ 4 2 ^(afl*^, 50rpm)4 ol*«r4 ^7)-4 t 5U4. ■& 
•^"fl $J[oi4 42) o.s. 4fe 4HS.4olH7fl 4^#3 ^1 u o^ ^l^°Il 5a<H^fe 43S.4°lH7il 4^#sl ^^fl -8-# 
4^) 63.2%7> ^^lS-^-El -§-#slfe a)4(t 63.2%)ol 0.7-1544°J 3W4. f^efl, 43aefolE.7|) 4^#2l ^-§-^ 
$*7} °iol4^4, T 63.2%7h 0.7-1544°J ^1 tt o v ^ *Mt ^0)44 gjoj-^, ^. ^«gofl fi)«fl ^)-g- 444 ^0)4. 
T 63.2%7> 0.7A)4iL4£. ^-f , 37 f-oi^fil 4as.4o)H7i] 4^#s) 43l 4*H 5a°1^fe ^^-^ 4#^ 
ol ojo)*l*] ^jl, t 63.2%7> 1544 ol4°J W ^^-s) -§-# ^.£7} 44*M1 4«-4 4JL1- 444fe 
^^-£7> 4^^^1 Afi41 «1)^5)<H ^.421 42} ^-5. 4fe 4^214^1 S^4. T 63.2%7> 1.0- 

12A14°J SL4 4t^l4 Ai4^°i 40)^51, c-14 443)47))^ i.3-8.2a)4°U, 7>4 4^^)47)1^ T 63. 
2%7f 2-5a)45) Ai44 ^Hloi4. 

4 4^°ll 5a°)4 a>44^ D }35.4°1^?1) 4^#°14 m«4 4^--°-3.4 > 4s) 4^ 12 afe ol 44s) 44#s) 
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#^-§- 7>el?lcf. o]^o))^ eJ-sHol-iKrapamycin), E}3l-e1-¥-i(FK506), oJ-i^H'tKascomycin) ^.oj strepto 
myces^(genus)sl n|Ag^o) xgA}.^ oj. aS .e|-o)E.?il ^^#o]uf n -fi-AVxfl, * zt^J#s] -fi-.£*fl7} $4 



a) 27flfi] <?13*Hr 4eW4, 5feR2fe ^S. StU, £Sr, 

b) Sib 4^2] fhfc^T^elsl AHoflAi cfi- *V4S1 l^-g. ^ sU; 

R 8 ^R 8 fe ^4^7}. £fe s1H^a]7)1- l+eMji; 

R 10-8-^±«7K tt«7l, «m oW*\ S^A^M Si 811 I^N?), <>}$$] t]^A)?)^ S}*j| 

Xfe ^7). (^±^7> elHS.Al7l), &±#7.\ % ^±#7}), 31^ H -CH 2 0-5. 5a|s]h 7 }s. ^eM^; 

^i7), (^4i^7.> * *1H4A17|), (^^71- ^ ^^V), S~ ^ N-NR 11 R 12 31^ N-OR " 0.3. 5.a)S) 

R 11 ?J R 12 ^ r'tH 0.3. <r±Qx}, <>>l7l £xr £^7)» v+E^ifloi; 

R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 22 * r 23 £ ^33 0.3. ^^j- £^ <£*]7l# >4^ifljl; 

R 24 ^ ojo^ - £ oj^ *W Ol^o^ 4i^7V# ^ flfe tlEfxflBl; 

n£ 1 3E^ 21- i+E}<fi4. 

^7|S| 2ln|ofl 31- a} *7>S. Y, R 10 ^ R 23 £ a^sol l^ji ^7>sq- ifl- Sib l-£3*3 5€ 

91b 6«^o.S. 4±Qz}, ^/3L^ #-frSHr 4i£7ll- ^E} 1 ! ^ £ ^o. 4, o| 

$7]£ ° a ^7l, «1H^A17], ^^A]7l, «S^7l. ^ -CH 2 Se(C 6 H s )S. fiA|S)^ 7), * 0)Aj<>] 3lS^A|7l 

°fl 21*11 ^7is.-?-El ^1^<H?! ? f">H^ °l^sl ?H ^1 «fl 5a4. 



R' 



0' 




^•71 q^, 
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4&*)4 R 24 *l$7|-» 7>1 ^ ^l#3(C 5 . 7 )tt«4* 4 ^ XM^. <4|» 4<H 444 14 

7l# <4W1^ 5J4. 

(a) 3, 4-c]4£-*1#3.«ll7l; 

(b) 3-R 20-4-R 21 -Al#s.«j^7l [^7)oflAi, r 20 £ *|ca A |, 114a], 4£, 31^ -OCH 2 OCH 2 CH 2 OC 
H 3 °|2 R 21 £ SrlH^A], -OCN, 11471, *}$7l4 7]-! 4-£ Sl^ *I| 3)341471 , -OCH 2 OCH 2 C 
H 2 OCH 3 . £L±€ *1<=44 #5.5., «.32, MH, 4< 3 )t41144 °W^ 7 1. p-414 A lE}.2.43£.144 
Sfe R 25 R 26 CHCOO-H 71 °fl Ai , R 25 ^ oj ^ s jiiS 4£ S| = 4*) 7) , SEtt iLEl 4 n l t 7| o] ji, * R 
26 £ ^±%7\ SE^ dHHWtH, E^R 20sfR21 o o\]^A)^S] *Bll4» ^$4)]; £i=. 

(C) A] SS.^ 1715.^1, O] A|3 S3al7 ]- DJI^AjDiH, Ojfi^ £££ 5)c SAjDl]^, 4147H1H?H, 0>AjJ=L.g. 

-8- 1^3 4-g"41 42 5U£r ^°ill°Ht7l £^ •Hl^Ella^l 4£ 434*171 1), 44 0143 ££1 - £ 
SUtt *)S.^Al7), 4"lii41147Hl3 *)444. 4134 2-£S«-4*S«H7H 

4. 

^A]( I HAi A>^-£]jl jftfe Z)- ^ ^ ^ a ^ e(> £ a 41*j4 ^A| Efl44 0]«H| 4*1147)1 1^44. 
0)4, S§1 ^1^17} S^, 4^17)- 1-67H* ^ 71 # SHSffe ^ OJ=L £4. 
ro i«7lj * r 114*l7|j sj o a V ? J« H>^3]^ o))S.A^, 3]±fl SLtt ^-Xlifl ^ #4 444^1 47|» » 4 5i 

°ll* »<H "HI, Ell, ol4i-E5.1, 41, ««, x-HiLsffll 5 «!1 *J^ll7|f- 1- 4 

^117)., Sl 4134 ^lS-Ai^, I7fl2l o]^^ 444^ 2]ifl 47|ifl 7)44 444^ 47l# f- 4 5tf 

31, °H» #«H «)!, = 33)11(0)), ^171), 4efll, il^S))!, Rl = <q ^-g-l?,)^]^ S. - ^c}. 

r °l-l7l j Sl 4134 <4]3A)4 S])!, 1-1, HH, 4°ill, iAll ^ U} = 1 4* * 4 Sacf. 

r SLi:€ *1H4^171j ^ r H.2l€ "WliJ °fl Stl^HS] 4134 SL±7lS.Ai^, ofll- £o) DHlElj2.DllS, ofllEl 
Sa*El±iH|ll, ol^HHEl^nlll, -^lEliil, 0)i^El5.iH|«, Sl^EliLnlll -f S) 7] ^-<£ZJ 3 .o.^ 
171^ ^ ^ l-(7l^l-lEl5.)-(^^)«t^7l 1 Wj-t^l^ -2-S.Ai C j ~C 4 !■! E] 5. 1^1171, 7^ 4*3 ft 3 

^S.A1 ilElj2.ulll7); 

oil* -tol. H5H1431, Sel^^^^, Hel^-lAJi, 3^1-c) =111^1. Sel-3^1^1 ^s] be! 

#^ °)11^5|11^1, ofllclflll^l, SSlcl^ll^l, 3^1^5111^1 -S-sl 7^<a. ?J _ c1 oV^Aj 

lf-4^"&^lft^l7l,Ol^a>t2lft^i.S.^ HEl(C !~C 4 )^l^l7l^C ! ~C 4 °i^C) 5)1^^171, 

7PJ- HWft 3 3^1-^°fll^l7l ^ 3^1-c)2lll^l7l; 

^4^tK -a^ft ^ 4S»d-LVo.S.^El -B-SSlfe 7.}^ 0VAJ7I, °^7l * 4^^715. ^lft€ ^"o^ 

714 2£°H!7l f-* 1- ^ $J4. 

714^ 4^7ls.Ai^, ojif. o^i^, is.sliLy, oii«E)i, lefll, olilelll, Bii-s.1, «> 

A>tl, 71-= 4^14^1, 4=4^1=13)^^, 4^^^YE)1, 4=.4^1«!4t , a f-^l 4^4^14 ^ 3^ft *lft 

7l# I7fl OlAj. 7 ).^ ^^-?>4tl7l; 

ofll- sol Al§5.SS.147loHll. Al#S.Y14^lS5.3li2.1, a1#S.^1^a|«.e11, ^14^14^11. S51^)n 

3-21.2.!, ofll^Al^Ell, Dl]14Al3ffl4il, ^l^SjAVtoJ -o] 7.^^14 ^ ^147l# l7fl O}^ 7 \ 

^ ^^^.(Tl^^^AK^^o^Viil^; 
^5. 5.1 7l (camphorsulfonyl); 

'fl* *«H 434aH117>3.4s.1, 7>=4a1<>11171-=.4£^, 4= 4*1 = 3.14 = 4-=.^. 4s4 A 14l7Vs4al, 
434^1 ^l7V=4£°i, 7l-s4Aiai^4s4£ 0 J f-s) 4^4^1(71^)^14342.171, «|« #<H msHl 

H D fl47l43a.!ofll4342l. Selxfllllofl^Al^e^^a^^^HHl-apg E^ofl^^^oD^.Al ? l.Sii^ 
= 3143421, 3-3-413 °fllll°fl47l43iL! = 3143421, HelDfllll = 34^43iL!4l7)-34 
2l7l f-Sl He1(7^^)Hll(^^)oJ.^4Al ? l.H &i4W^)°}q7}E.*}3.<£7) 4^1, 71-34^1 £L^€ 71-34 

^14 14 *147l» i7l) oiAj- ^^-H7m42l7l 44 « ^ 5a 4. 
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« 0 >^ o>^7is.Aife, i-<h nasi, i-?-.2.i, 313.1, 4=s.i, ^hs^i, c|i|e £ ^^ qiiL}£ 

Si f-2) 1HH3.S)- 1£- a^fc *l«7l* 1711 ol^ 7)-! ^£ 43.171; 

<4i# «°i -a^iiii, t-f-^ai, ai^ai, 4=i€i£i, #-¥-.2.3.^15.1, #3.3. >a 31^3=1. ss 

£.•^1311, -8..2.£.<fi31l3ll f-2) tfs.^ ajig-fc *)$7lf- 12)3. l^H o|aj- 7H ^je. 5U*r 43H5L171 
f-£ * ^ 5U4. 

2- 0(4^1-2- 4 Id ">H«, 2-<HH-2-Sel-t^-j2. 3.^1-2-^^0^11, 2-£3)#*.2.3.«H|«-2- = 3.#Al-2-a||^o} 
*fll f-s) T-l^ll^H £ ^ SB)«SW*)«-«4 2£ *|«:7l» 17)1 o)aj. 7}1 £ Sflfc 43(*) 
^)14tl7) f-g- » ^ 

^71 OHJ71 f^H, £LCf u>^« •KMSL-Mte ?KeL*H# 12)3. 7H Xl^ C j ~C 4 <>i?}±<£7), a] #5. 
11 (C i ~C 4 271) Al# S (C 5 ~C 6 )11^A)(C ! -C 4 121312L171, 4 

3*H(C ! -C 4 )H434£l7|, £E|(C ! ~C 4 )1111(C i ~C 4 )tt«^Al?|.s a.^( C , -C 4 )ll?l-3 
4S-17), <>)2)3. MHS.711- 171) £fe 271) 7H ^£ Slfe ^2:^7), l3?l-§- £fe SS^^S^?), C j ~C 4 11 
4H<4 EB)ttS(C ! ~C 4 )11-§T 3fll(C j ~C 4 )ttnic«7l# * ^ jflal, f^A), 7 }# ti>$-4|« 

3- °3.A-|£, oMl, 7Vs^A)H 3.B|.2.1, ofll^Alo}^!, #£ = 1311, ^2:1, ^£3^2:1, C) u) E^igj^l, SL 
S^SiMlSLl % 2-£e]**iSi*«-2-iJM-2-»||^o><»|'a* * *r SU4. 

r £313j-€ 51 £fe 6l£il3 0)^.0)^)^ l^l*}, U/ab 1:£14# $-frSVfe 44i*7l j 21 

^liM^r 3)1-171 * EflH^*lS.S.^l7l f-g- « ^ 

raj^l ^)^7l* 7>1 ^£ *N)3414*1j r *A*&Q *l$7l» 7>1 ^£ Slfe «Je)1S41j *£°)1, 

EP-A-532,0882) 4 I 3 £*lS|fc 3H"§2) 7) R l 3*1 oj]A)l ^ff^ &x)nV l-*lS.4*AH«tl 

«-5-!<>l 41344. ^ 7l)Al# 1-g-SH ^A) 7) 7fl 2) 1^3 14. 

* *H§. S 7)E* l-^^ £JL, a nfl^-o]) ^-7) £fe ^2)2) Ol^ofl cfl^V 7)^ »}-§-, o)i) ^cfl ^ «>-§-, *}7> ^ 

^ S f-2) *l£ ^ ^1« 0 Vch) o.^.sfc}fe ^o) c^lf. i-c^ EP-A-184162, EP-A-323042, EP-A-423714 

, EP-A-427680, EP-A-465426, EP-A-480623, EP-A-532088, EP-A-532089, EP-A-569337, EP-A-62638 
5, WO89/05303, WO93/05058, W096/31514, W091/13889, W091/19495, WO93/5059 7l^|S|<H SlJl, SE 
tv, a^Ji-2) si-^-i- ^)s^£ 7iHs)oi ^4. a^Jl-2) 71)aii. <y^.sH »3*W ^l^flsi i^-s. «cf. 

^•s), FR900506(=FK506, Efaf-^^-i), FR900520(^S°>«'l'll) > FR900523 ^ FR900525S. 2.^5)^ Sj-^-f- 
■g- iE^SDj-ol^^streptomyces)^, ^* t-oj iS^Ef>ol^)i' ^^^^^(Streptomyces- tsukubaensis 
) No. 9993(71 ij-71^: 1^ o)H>e)-7l^ *^»>H *)7H i^fenq 1-3, f-^^^ ^7l#^ ^}^^^7l#^ 
^iff'S^I: f- A i A i < a^ §-^71^^ n)^§-^^ 7 |^<a^i), 7)^-1: 1984\! 101 51, ^r^Si^: FERM BP-927) 
2.^, iI^I"lo|Aili. sfol J.S.i^3)^i- A-| tL^nflAls- o|:^Alp}.o||Ali(Streptomyces hygroscopicus sub 
sp. yakushimaensis) No.7238(7l^-7)^: 1^ o)n>e)-7l^ 2-^«M «j7H 1^0)) 1-3, f-tH^^ ; §- < 37)^l 
^•^^^ < a7]#c3^di, 71^1: I985>d 11 121, ^r^l±: FERM BP-928)(EP-A-0184162)«H) 2)sfl ^^5)^ 
4*) Sf7l ^4 o.s. SA)slfe FK506(11:^: E^3f-B)^-i)€- cflX^l ^1-^4. 




17-11-1, 14-c)e)H^Al-i2-[2-(4-*)H.4^-3-«Hl^A)Al#s.a!l)-i-Dl)lB)l]-23,25-clDfl^Al-i3 > 
19.21,27-EflEe} D ))l-ii i 28-c)44-4-44SelAl#s.[22.3.1.0 ".9 ]44Si-18-«i-2,3,10,16-iM]E5l-& 
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se]4M 44#( I ) 4°fl4, S-4 4434 ^R3^R4,R5^ R 6s) 434^ 442) 4°1 a4#a] 44 
4^. 4£ 443 4^444321 4°H 1144 4€- 442) 444 «4*U XU, 

R 8 4 R 23 4 S.^^ ^i^)^0]i, 
R 9 £ *|=44 7] OlJl, 

R 10 £ <H|^7), E.2.1&7) 3^ ^1710)31, 

X^r (4±«4 * ^£44) BE^ 4^71 Ol 31, 
Yfe ^7)0)JL, 

R 14 , R 15 , R 16 , R 17 , R 18 , R 19 ^ R 22 44 »fl«7]<>la, 

R 24 ^ 3-R 20-4-R 21 -Al§S.«j^7lo|jl[^7lo)]Al t R 20 £ *| ? 1 , 4444 7l . 4^4 , SE^ -OCH 2 0 
CH 2 CH 2 OCH 3 7} Ola, R 21 £ elH^A)7l, -OCN, 44444, 344 *1*4# 7>4 ^JE «H3.°W 

44 -OCH 2 OCH 2 CH 2 OCH 3 7], *\Z.+*)7], # 3.3., liE, 4 D 1^4444 A l7l, 43 £71, 

p-E^^AlEli^Hli^^Al 7]<3o]7]x} t £^ R 25 R 26 CHCOO-H 7] ofl ^ , R 25 ^ oJ4 S «l£S^7|, 
SEfe £3:4 4 D lt7)o) a, R 26 £ ^±Qz\ £fe il°J)]°l7m-, £fe R 20 4 R 21 4 ^ ofl4A|H42l 4± 
44# 34*Ka, n£ 1 £^ 23. £3£)^ 44«-°14. 

4*1 4434 S44#3 a^§( 1 43434^ SHI EP-A-427,68021 44°fl 66a«Hl 7W4 33-°fl3q - 

#£S-33-cfli4*W^a°l-olAi ^2] 43.44 f-2) »|il»|o|/| -fi-S-Sfl* 1- ^ 44. 

4€- 4434 4334 0 1^7il 44#34^, □) 3. 4«|i(MERCK INDEX)(124) No.8288°fl 7)^^ 4440)44 
zl -B-SSfll- 4 ^ 4434 °fl3.4fe, W095/16691 1 3 A3 40^1 «)S.JH7> -OR ! (444. R , 

£ *li=4344, 3^3444444, 4444^44 ^ 4 D lii44)3 443 0 ) Sl^ 0-444£*il, <4# ir°) 4 
0-0-(2-3H43)°ll , !i-444 o )4 > 40 _ o _(3_ar) H SAl)ns.l-e)-44 o l'a, 40-042-(2-(3^44H44Hl 
-444°1ai 4 40-O-(2-4^]Ho}D]iio 1 ] l)-444°144 * 4 44. 4* 0-444£*)lfe 344 442:44 

oflAi^ 44 D} olA]( E ^ C)4H3. SL^r dl ^i^H Ol^lHll" #4 RX(444, RO. 44 44 £fe ^ 

^444 44 0-44434 4434 47I 434 xfe CC1 3 C(NH)0 3Lfe CF 3 SO 3 4 4-8- 444)H 4 
44 44 43443 44°il sq«fl *112:4 ^ 44. 2l44, X7\ CCI 3 C(NH)04 34, 44 £fe f^2:4 411- 4 
4 E4#^.2.3.i|44£4:. 4 £ h.4£4. p-l-^oJ^^V 3L^ zz. 5J1-4 Blelc)-H- £^ *14 3)e|c|Tr^ 

f-s) avsI ^7fl4, X7>CF 3 SO 3 3^, ^e)y, 3)e)ci, ^o|i = s.^o)]^o>Di ^ ^4"l)4sl3l]e| 
C14 ^ ^44 #*I|4<a ^ $14. 7V4 44^)4 444°14 4i^]^ WO94/09010<Hl 7l^|)^ 44 40-0-( 
2-*ihsa))o 1 i^ 44401^10^, ^7) o^o] 7l)All . oi^^H <3^4 7ix|)fii 1^3. ^4. 

4^-#( 1 ) 3; 4440IA] rj zl -R-je^ 444 7}£^, ^ E^Aia^pj.^^oiH #34 34£ 
44^1 444 ^S#43 ^-4H« «4, 4^ ^1^1 44)4 4^4. 

eelAi#^ 44#( I ) 3! 44444 ^ ^ 4£fll^ *)1444 *14^fe <§^-S.4fe -¥-44 ^444 *)-§-sm 44 
s| <SA^i, dill- f-o| 4i f< g i ^f-<g f-°i ^Bl^<g, oq* l-o| ?^<g, 4^M1#«S ^sl 442l£ff-^^r < §, 
4£4<S, lr<H H2l°fl«44 < S, N-^^-N-°tll4 D J^ f-sl 44<S4 44 -¥-7| ^-7l<§ 7)421 # 
4 44 

£ t'gs) 4H5.4 <5 lS.?ll 444°H 4<H4fe, 4i^(conformer) £^ 4^44 5 2^ 14°fl 7]°)4fe 4 

4 ^ 7)4 0)^^)4 ^ ^4 °14s) <g^l o)A^7l- £4*1$= ^^-7\ ftjL, a4 44 43L°) £^ ol4^l£ 
4 4^2) 4H5.4«>lH7i) 4444 ^^efl ^^44. £4, 4hs.4 0 1ht)) 4444 4"»444 ^^4 4£ 4^1 
4, a £4 4^2) rt^of) ^444. 4434 4°«44s.ai^ ^4# 4 °H44e1) 0 ] si- # ^ $14. 

4 4^o))^2) 444 4434 ^«l)s) 44^. 4 4^2) 4€- 4421 434°)7l£ 4 r 4as.4«lH7fl 
44#*) 7)4 #ofl h)^^ ^7i)4ui $1^ aisfl 44*Hj # 44o.s 4<>) 444^. 4^) 71^)4 T63.2 
%7> 0.7-15^144 44M1 ^ *)MW4. a ji4 44^)4°ll 4°)4, 4H3.4 0 lH31 444°1 ^*I) 7)4 f^ofl h)^ 
^ 4EflS- ^^4ui 4^ 34 X4 44 s)4°fl 2)4 34 3)33) 4° 4 444 4°fl ^ «fl 444 4 SI4. 

471 :a*l] 44^l°)l °144fe i^l 7)4s.4^ ^1444 *)4sl4 433.4°) H-^il 4444 *134 4efls. 444oi 
, £4 44°)1 4<H4 ^44^2) 7MI44 44. 44347^ ^1444 *)4sl^ 444 7H101J1, ^4 44344 
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tt on* #<H 444 44 44^] ff^W. 

-t£l«1^3i)i-e]^(pvP), ^#S.SLi#e^(^H4Al«^141^4S.$_ ; i(HPMC). 5.3.^ Dfli ^1-3.^ 

h#5)|o1e i D)H^l-s.^.i(MC), 4 = 44 4 14 f-3-.°-i4B4(CMC-Na), *lH444<§)>g.i-s_. 0 _>i, 
£«4*£^(HPC). 4), *14, 4€5.^H ^ 44S44, $5 £44 4000 o14<>1 42l413!#2l4(PEG) 

. 4 

£4, 44*144 44^1 ^44-t£ o]&si\ 4! 2^ olAj-sl 44#3-4 AV^-t t SU4. £L4 44*14 44 
^ 7l43»fe S^r PVP f-0]al, 71-^- 44*1 44 HPMC, PVP, SE^ a^f-S] 2:^01 x\. 

^i^£S] HPMC* 4443 34 44*14 44 jr^s. <£.g, - 5 » 1J1> o|f s-oi n 2% 44°J!4 20t5L Brockfield 
^ 3.£7ll# °)44o} 434 447} l~4000cps, 44*144^: l~50cps, SL4 4^*144^ l~15cps2l HPMC 7]- 
443 44. 44 3cps^ HPMC 2910CTC-5E, EW, ©«<b¥)°l 44*144. 

°>H5.e}oiH7)) 44#4 t*^ 71^151 44*14 f^u]^ i:0.05~ 1:2*1 Jl. Sl4 »»HM*Mlfe 1:0.1-1:1, 7>4 
44347flfe l:0.2~l:0.4<>lt|-. 

£4. jl*H 7l^fil 41: 44*14 4443.4*r, 4444 *14sU 43S.4°lH7fl 44#4 ni3£ 443- 444 

a, £4 444 $144 *4 444 ^#4^ 7)4# * 4 5U4. iL4 44*l44fe, °fl» fif-iu)- 444^ i 

£41- * 4 4 

4^4 4^*14 ^^MS/lte. 2.^44314 =el-m^4 444 ofl^Efl af-Cofll- s<>1 

8-20 7fle] 4£ J S4# 4£r 44~:n^ 444(4# #4 4^14. 4=?14. 44*c4. 42l^H4. £444, £ 
401^4, o^av, 4^4, 4444, ei^ -)4si £i . d, 3L^r J=2l4^4 = f-)i- # 4 ^4. 4^4 4^ 
43.4, gel #3 4 34 44 4^4— -5=- t- 4 $U4 42m2l4?1444 4^4-=-^ #21 ^-2] 4 114 44444 o|] 

i4 = 9j 4, ,E.ii4S El| a, €\o\\^l\]^L £^ 4e]4^E)l = ^ ^ 3 <H 4 5I4. 4 3 #2] 4 3*] 44 <H]iEflH2l 

444^.44 4a 1-01 4«444(4^4)#2144 <: >1e., 4= 14.2.^(4 4)#2l 4 44s., 4i*14cl(E2l)#e| 
44°1h, 4=343(^21)^21444^., 44ia4:s.ii(Eflm4)#2|44oiH, 4434-2.ii(44)#2l44 0 l£., 4 
434-£ii(iH|4)#2l44olH. 44°J4s.ii(4i=4)#2l44ols, 44°]4£.ii(44)#2l44olH, 44<?14£.hi 
(E)i4)#el44°lH > 4ai°J4tlO=2l) ^2l44°l^, 44°J4cl(4i=4)#2l444H, 44°144s;?l(44)#2l4 

4°ih, #e)i9j^jffl4(E)]E e i-) # ^ Ai i^oiH > -a-sfl°jAV5ffl4(«!4)#2M)4<>i^. 21 

^A> £il (^El-)#el44ols., 2l^Aj-ci ( EEi)^eiA 1 iei-oiH, ^^-iVcKEflEei-^eiA^oiH, 2l^cl(«!4)#2l44 
oIh, .iiE^lfi^-S.iiCcD^^^^ 0 ^, itfl4fl A J:£ii(^S4)l-2l44 0 lS-, iEilo> ? iAj.j £i .(^ A i.)^ B i > mel-oiH. 
iEfl4fiA> £il (E-)i4)#eiAii4o|c Efl o> ^ a_v e ei ( E fl e e^ )# e) 4 h, iEnoi^Aj-EeKsiAi-j^elx^oi = , itj 
4^ A i4^^(«!4)#2l44oic > ^Eiloi. ? iAj- 5ffl ^( E) |Ee).) 1 .el44oic ^Eflov^Ai^^ejA^^ei^^ois. ^e114 
?l'i!:c-)14(H14)#2l44 <: 'lH, : tDlei-iiaii(EllH4)g'2i44oiH > ^Di^AVa^aiA^^ei^Ei-oiH, #niE}A_v £il( 
$}?}mmA}s\o}£., £ niEjAiEeKEflEei^Bi^iel-oitz, t°lli'a:S2l(«!A»i-5l44 0 lH, ^dI^ai^^^k^ad^. 
2lAfl4o|c §Di^Ai.^i E i.( E )iEei-)i-Ei44oic ^-ni^Ai-^^aiAi-^el 4401s §niEiAu fl?KC ii ? E)^eH14oiE. 
f-*- # 5U4. 44^11 #2l#2Hl*a*l u o v 4 «Hl^EflH^, oils, s-oi uH^A>ai A i.(E)]E4)#ei44oi E .( a |ii. s.^ 

2l^lHl4'?l(^) 4^"^ Poem J- 46B •§-), 0^4584(^1 H4)#2l 44ol S. #"3. AV4iE.oE = ^oj ( 

^) 41^, 41-^ PS-310 ^Eflo}. ? i4s.« I ,(EflEei-)#el>H14oiH(oiii- #<a, a}^\s.^^<Q(^) 4s, 4#^ 
MS-310 ^), ^Bflo>fl4?!4(S!4)#2l44 0 lH(<41# 44££4f-^^(^) 412, 41-^ PS-500 f-), ^4 
4^144ifl(«!4)^2i44 0 l^(^l- 44as4#^ < a(^) 4s, SS-500 ^-), s4 434.2.^(0] 4) 
#el44°ls n^i-si -S^-i- 0 ^. £4 44^14 4ss.ai^, a^4o>^A> ^214^4 7^ H lb fasi 
^444 ofliEils(oii» #4, 4010^1 ^.<g4 4(^)fii f-50, F-20, F-10 # 4 Sl4. 

4H5.4 0 1H4 44#4 4^21 44^4 ^4 u 1tt, °(|# #«H 4^71- a^iE)]4fl4 #2l4^°J 1:10-1:1 
00, 44^47flfe 1:40-1:60; 4* #°1 4^7> ^35.5.^^144 4SE))S.oj ^-f, 1:0.2-1:20, 4t^l44^ 1:0. 
5-1:5; 4» #°1 4^7> §2l#2l4^1444 4SE)]aoi 1:0.1-1:100. 44^144^ l:0.5~l:50ol4. 

44*14 ^44^ jl44s.^^, 4» #<H Hftsii, 44314 s#2loi(4i- 1-^, Eudragit E. R, S, RS, 
LD, 43 Eudragit^) 44 # ^ 5U4. £4, 414#s.5.i2i ^4, 444^j- s]45l^ 5301^ s)*)4 44-3/4 
44=80/204 44 s - 4 5% 4^3 4141-s.^S2l n]^ 4^(USP23, NF18) 7I44 ^£ ^1^130.3. 4 

34£4 "A, 3~110cps9j 5loi 44314J7, ^4 4^3)^4^ 6-49cps, 7f4 44*)44tt 9-llcpsSl ^£fil % 
°1 44. 4« #<H. ^£ 4°J 10S1 ETH0CELL(44 , 3: Dow Chemical4 4S(US))°I 7\ 4 ^444. 

43S.4°1^4 44#4 444^ f^4 u l^, 1:0.01-1:10<>1j1, a.4 4^344x7 l:0.1-l:5ol4. =l 

2loi ( 444^ S4471- 0)1141-5,5.^0) ^44^ i:0.l-l:lo| 714 44*14^, 444^ i^-47} 44314 
^42l D l 0 J 344^ l:0.5~l:57> 7>4 44*144. 
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E4, £ t^ofl^Sl SLH £4X1* X)£4 «Hfe. <#7\2) ^44 4X]4 ^444 7|^S1- 44 jlXl 7lXl# 44-°- 
°144 T °J14. ae] al, jl*H 7)^))S.A1 ^4-8-4 4 XI 3- 444£: 34, ^44 44, H 

PMC f-2} 444 44X) 34 .£440.3.4, £4 44*14 ■§•# = S«* £* ^ 5U4. 314, jIX] 71^)) ol S) 
si 4&.°-3.4, 44 443 jf-^aK^-Eii, f.), 44*1), 4^*1), 44^ sM^t 4444X|(h14 

4 E f-)4 t^xlHH- 44, 44 44 4^14, ^EfloKjAV 4aM]£, 44 ^£44, ^1444 44, 43 4) 

4* «7>*M JL**^* Xl24 4£ $U4. 

£4, iX] 7"W4 44°ti 444^, jisfl 44X13.4^21 433-4°lHXl 44#2l •§-# 4£7> 44*)XI 4°W*r 
3*4 2:71 -§-# BB)- = 7fl 4 €^-7> 44 347} Si*] 4, a ^ofl^ 344 ^-«fl^(c4|# #4 31i 4=L 

43.^ 4£4(CONa), ^s^AlDfl^^l-s^^^^M-Ca), *lH.44£3.4lS*3-.2.i(L-HPC), 44 

4^44 42=4, *1X144 f.) X1444X1H* 44 #2144X114 3 3l-3W*>-fi-, 

^14^4 #344 40, #34»1WH 80, 44! 444^4, HLB 10 T31ii 444 <H|^Efl = , 4)4 

%7}%<Lsm, 433.4°lHX] 4442} 4# S44 JlXl 44X]3- 4 4£ 44. ^444, olXl 4 

44 7lXl°J 34X14, 44 443i>..sL 4*11X14 X1444X1* 4444 &4 iXl 44X]3- 4fc 40] 444 ^ 

» 2X144 01 4014 44344. 

433-4o|<=X] 444°1 ^Xl 71 XI 4X1 433 4^)3- ^X)4fe jlAll 44X1 2} og^j. 4^4 5QOwn % 

o] 44344. 3.4 u >^-aisV7flfe 350/ai o^Wji, 7J-4 4434X1^ 250/an4 *fl# 444fe $4- 442} 3H4. 
3=4. £ 4^2) AiMjAj Tll^Hl^^ aj«o] n>H5.4ol £ 7j] fl-^-l-fil aisfl ^^lfe EPO240773°l 4 W091/19495 

Jl^fl 7l^)» 21^= ^71-SH ^-sfl, ^bj- g:^ Jg-arAl^ 2o]*l fe ^ MV^tb4. °1 £^#3-^ -^7] 

XlTlt!:^, H^- ^^fl- ^^(size reduction)^S.M), p>3S.el-ol£7ll 3j-^-§-°l 51^)1 7^1 f^ofl u] 

^ ^EflS. ^^flsl-fe i^l ^^11- 4^ ^ ^71 aV^AHi, 44, titt -§-31 $3*11, 

^21 Jf^^l ^7>S. 7^ ^ 514 

be*, £ t^sl °>as.4°l£.^l 4^-i-2l *U V 4 XHl^, 43S4°l^^l 4^-1-^ ^1^1 4-8-*H Xls^^ 
71-^44. 43S.4°lH7]] 4^-# "HI ^-^21 <a4 *if-2i sizsz oj«V2|^s. ^Ml xis ^-3HH oj-g-s)^ ^. 

ifl7l, ^l# #<H ; ^ ^, sflo! DJ> ^A] * ^4 M. njo,, o]^^ 7^4^, AV-g-4^ 7]7lfe oli-^i 4^slfe 

^Jo| oVul4. ol^ofl ol-g-sl^ 43S.4 0 )H7l] 4^#2l "1^ OJ7V ^If- 0.1-50/anOlji, 4^3)4^)^ 

0.2-20/ffli£>H, S.4 «l-t2)*>7ll^ 0.5~10/anolal(a^) n 43S.4°1^^ n l^l ^-^21 sg-S °d7> 4f-^r 

0.2~20/aiiolji ; 44314^]^ o.5~10/an°lnl, 114 443)47)]^ 1-5^0)4. 

471 y^SLS. ^12:4 43S.4°ls4 4^#21 -asfl -S-iWlsl- dIaii^-4^- a 4^ls. a^44 XMI3.4 a>^-4 

si^i d J:, xixis.42i 33- ^ ^^^^i 4^<hi 21* *n*m f-sj 4^ 

oil ^ #4, M)%4, 4X1, ^*11 f-21 ^Efls. 4 *H*fl.sL4 ^^4^ ^J°l c-l^- 442144. a nflo)l^ 
. 4^.<H] 44 n iS )i §.4^14 niAfl 44011 d4<4 s.c>i ^3iii, tsii, 4-S-, ^ 44 

ff* OeH^I-H-, ^ElloVfl* o)-ZlVll^, iEll4^^ *k&. *3 f-21 314^14 S^Xl, 4-8-21 

44x11, 7^1*1], 44x0, -§-*M ^* 4 u o v 4 X1X1* Xla^ ^£ sacf. 

£ t 1 ^ 4H5.4 0 1^?1] ^#21 7.144 7)1X1 £fe d>HS.4°1^X1 3^^-1-21 §.4^ £^ 

"HI °lel #, f-oi) 4^>sH ^Xls.^ 4-8-^ 5a 4. 

43S4oiH7)l 4*#2l XlXlf>ofl7i2i 4-B-^-S-, ^ XI XI 21 f^-4 ^ls.4^ 7fl7ll2i 4^ 4 4^21 f^4, a 4 
£, £fe rz 42I A4<H1 44 ^^44 *-* 1« 4 0.001-1000mg, 4t«14Xl^ 0.01-500mg, cl-% 4^^14X1 
0.1-lOOngol Sl £4 2X14^ ^°1 7f44^, ^^^^-S. 1^ sg4 4 O.Olmg, O.lmg, 0.5mg, lmg, 5mg, lOmg. 50 
mg, lOOmg, 250mg, 500mg<>l 3 £.4 £X)4^ ^°1 4^2)44. 

^^21 pi-aa4 0 ls.Xl 4^*21 444 ^1^1^, 37 iM^ofl 43S.4<:»l£.xi 4^f-°l 714451^ ^ -^-8-4 
4sl 440) 4^4 o.s. t444^ 44* ^4. ^«fl, -S--8-4 4el 4-8-* 435.4°1HX1 44 

$a»Hfe ioj4 ^4 4£# «<>lfe 3°1 7>4«fl^l4. ^Xl^j^s.^, i«y is? ^ol 7>44 435.4°] 
HX1 44#2j ^il^-4^ 5J°1 7l-4«11^4. £4, ^^ajoj ai4£°fl 214 ^-4-8- f-21 44^144 «** 4-8- 
444 4444^ SU<H #^-4 44, 4 el i4# *144^1 ? J ^ Sl^ Xlxl* Xl^-4^ ^°1 7^4*11^4. 

£4. -& 4^21 444 aiixi)^ 44 444 d>3S.4°1e.X1 44#, 4*1 sel/.|#ei 444c 1 )°i 4si 440. s.4 
el, 47) 2)4°14 471 4-EH4 5 °i)lM) 4-8-44. 
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^4, 44, It, 44, n, 4114, £4, e*. 43, 4^44, 4*. e^Mli(myoblast), f-sl 4 

#£ °14* m ^ 4-8-; 

44 44 4He1§, 444 *44 44, *W2.£ 444«4 44^ 34<Ss ^ e^^, I f-s) 44 £ 
^ 44; 

•944 D H4W14 #<H. 4^514^ ^n) 7 >f-i(Aspergillus fumigatus), ^4*M4 ^^li3L*(Fusarium oxysp 
orum), E^anjg. o}^|^o] ^(Trichophyton asteroides -f-))<Hl 21?!: 4^; 

«8*4 ^ f 1 *) 444 S 4^43 f^fl 31-?- ^4H1» #4 £4, ol-S.^^ 3^4 ^"4 ^AJ- 

^-¥-<a. 4^-4 ^-¥-«a. 4*8 E H'5d ! 4^4, ^£44 4£4. S4*ri*. 444. 144 *rfs -344 *4, 31)4 ± 

47- *7}-*, *44 44, 44 $ 4*8 4s.#); 

47} £<3 443 444(<>fl# 44 4444 £74144$, «f|*l|£>g 442J £S^<4 444 «|SS||>i4 444 

44<g, 4^ tfs) o^o^ q-BJ- s.<H ^4(Mooren'sulcer). 444 ^Sl°l «S 4441, a. 

:i£-.s444-444 <g^-g-(Vogt-Koyanagi-Harada syndrome), 44 444$(dry eye), f-^EflfeCphlyctenul 
e), £^.2.4*1)$ (iridocyclitis), 44^# (sarcoidosis), ifl-g-al 44 t "ll f-), 

7 r °jaj Bj|^ 7l£ 44[44H1» »<4 444 44, ^E.7]^ ifl44 44, 2l°14 ^ 3 

4*1 44 Slfe 4*14 44H14 #<4 44*1 34, « 4S.444 44), ^ 444$ f-]; 

34 ^ 143 <g#(o|i- «o] 2H4, * l^^ofl 34 4£ £4, *|t4 444, 44 444 444 4 
4-0)! 44 4£4. 3.4^^44 B4-^7fl 44): 

44 $^/4s))-=4(°l|# l-ol, ^of xjig. aj^-<g i JrXJ.^ o^W, Bj n> 3€r(Crohn)*g ^ ?U44 ifl4 

$); 

«^2l ^ol] ^-^A ^ ^ # ^.^ <*$}E.7) #^1, Wl<9 % Tf?l 

); 

^^(^l-t 2^ 4!^, ^5fli^(Good pasture) -g-l^ f 1 ** ^ ^Itt!^ ^ 

¥); 

-i!^^ l&Wt 1-<H, 4^ ^<9, ^er^l-H>^l(Guillain-Barre) ofl a (Meniere's) *g, cf^j ^]^<§ 

-a^'S, H^^. S*^Hf, 4^1^^, ^4^4^(als) ^ -a^ e^); 

H*ll aJ$(«i ^ ^ofl. HHMt 7lnlnj-5>(subarachnoid) #1, ^ifl #1), Ht^, H^^. -a^^l. 
H*lt t*KTIA), H^. ^^^); 

xfll-ul #<>!, ^j-a, 7l¥ ^ »Mli-f1!); 

^ojj ^^(o)ii. §oi, Sll, «^ #*4 Sll, 1^4 7 u v i^ 4^*8, 44^^^ -§- 

#4^); 

X$7l 741-f ^^(ojll- f-ol, AVasolSAl^-fKf^), BD^-frf' ^ ^t^j n^), 

^4(4* #<H, sl-¥-e«9. -iHM) M Ji»J-^, «HSHd. 4id 4^1^ 51 T^lX ^ = ^), 
£471 Tii-f- ^4(^* #<H, *^ 34fs 4 till- ^4^, tJl-f-^^ 4^ 5 A def^); 

t-<H, 4^1^, (Wegener's) -%4* ^ ^(Sjogren's) ^^^); 

4*44^; 
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e ^M (dystrophy); 

« ^^el(Sezary) f^5; 
£4*11 #4 4* 

*^ ^£ f^fl ^Ml* #4, #4 £^02.^, o)a| £ ^ 3^ ^«:(13S, 4^4) f>H ^slfe ( A J4. 
44, ^44 f-4) ^7121 t-f}. 

444H1# #4, "35144 ^(endotoxin shock), fl^ cfl^, 4*11 SL^r ^AV^ofl °14 cfl4<g); 

44 *<H, *l^4 M 44 4^4); 

31144H1-& #4, 3)1^ 4^ Stt 4t)1H1- #4 44i2B(paracort), tflli^H^) 0 ! 34 ^4, ^4. 3l7]f0; 

44 H 4 #4, "344, 444^(4? 4^*), 444 4i 34fs *44 43 44. -8-3*11 4*. 443 44 4 
4); 

^^•SH* *4, 4^ £4, 44 4"3#3-44A ft* ft, *14H KJJf.^); 

« ?m «4, *i44 *i^«a. ^i^, 43 i^H, tii7i i«a>. iis}-, <&4 4 ^ a 

*1^44 5.^ S.olSHB]<a C4 -8-eH 44 *)$»•; 
4434 =r4^ 44*44 *r<£*4 4£ 

*W 33 * i-4, #<£4 34 *\7\ 3^ 3^ 44 3fl4 4^ 4°Jf\ 34 

« 4^4 A d4 A ^ 4£4, -8-45.4, 44 ^34 ££44 444 44 4 44 4<4 444 

444 444 £44 44. 4-7> «s^4 4^4 44«SH# t-4, 4^ 44<g), 444 44<3); 

44 43 *4 4°l!Hi(Hiv) *44 43 ^4 ***(AIDS); 

44$; 

44, 14, t4 f-«fl 44 4*4 ^SojH f-. 

o)-3S.e1-olE.^ ^ ^fl>« 4-8- ^/a^ ^Hlifil «lcfl * 7>^- ?}^cf. 

^^-[oi). ^«r(7->7V S^-tg. 7J*^ ^<S4 2 

^ 7>7l- 7i^»g), Ti^- IX), ^ bJaKoii- 1-ch, hHb)^ ^<S, 

^ofl 3^ 314). ^><S, «1A HlB^(non-A non-B) ^<g, ^ #7l^- ^(ofl, ?i<«, ^ 

^ojAi tMjo.s. oi4« #71%- ^)]a] ^ls. * -HIM -B-8-44. 

^- ^^sj Ai»J 0 VAj ^2)1^, ^ ^.^ f^7,j- *)•.§., AVols.n]l^5.4 0 l si ^(cytomegalovirus) 7^^^ ofl«J- 

« *l£ 4-8-, *J-<S^ 4-8-, ^El'S-H*! ol±°i)e>Xl £^ s.44^sl ^«ll *aj_ ^^o\ *^<^ ^ = 
4 2* 4el 4-8-ofl s1«fl ^3 4* 5 *|a«H| -8-8-44. 

£ t^-Sr. ^ -8-# Al^oflo)) ^f-^^i §ElH» 2}^= ^7>SV°1 T^4^r 43S.4°1H7)1 al 

« ^1X13.^31 B}asefol£7j ^#al -8-# 433-1- *l|*«4. -f^ 3-8-4^ ji« 4^15.^-^21 sfl'S- 
4#2l -8-t 5a44fe, ^S>^ o.s. ^ 13 7^ «y^- ^^}fil -8-t 43 XI 2 «fl(SB* , a. 50 rpm), 

D l^- 4^ 23, NF18(The United Stated Pharmacopeia 23. the National Formulary 18) -8-^ 4 ; ?!(European 
Pharmacopoeia. 3rd edition)^ 7)4^. -8-# ^133 -f 0 ! 3-8-51.2 Sl4. 4^>. D l%=2l 4HS4°lS-7l) Sj-^f- 
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* tMWfc xMsJMH*! ni-H3.eHH.7ll 4t#s) 3)4^ ^.f p>h3.4 0 1hti] $^%s>\ #qs) % 

^ofl tfl« -§-#1-01 34$ 100% *<flS|*l gfe4fe ^tfo] iLoj^lcf. oj^j p>334°lH7j] 4 

fl£4 -§-# ^1^714 f.<*| 7]^^ pl. HS .e]-ol S 7il ^-Zj-s] cg$o) ^Xl7| nj|£ 

n|(ofll. l-ol, H^Al = ofll -tf-3..2.i(HPMC), «lE.^lHS.lnHl>i#S.5.i SlNHH, ^mSS-ii 
(MC). 4s4*Hl€f-3..SL> i 4H#(CMC-Na), *1 H^H Hl#SJLi, *|H44 iES-^^Si^mPC), fOf- 
*A<$ $A*\3-, ^ n3J4-°-3.fe -g-fr 0 -^ P H71- p}33.iiH.= ?|j 3l-^-#sl o>^^ol 44*1^. 73 °- 7 \ Sl7l nfl 

£-<Hl, lAofl 44 -§-# ^l^^°fl ^"i" A*\°\ pH 7 °143. S^4°-3*], p>H3£HE.7il 4^13 

*-4 <g«« Tlfil I00%sl sl^# <iHm ^ SUfe- 3# £3*314. 4434 Itiii SeHfe r 3 

i=43 «£^£-3.&>i S~r -S-f-f-j oIji, a 4434 3-£fe, a 5.0g-g- 1 95meofl 7HH -g-«flA) 7)51, 

«.fi.«l| 44*1 ^4) £el4°4 Tlf-* *)134j1, 25±0.nC3 3)3 ^STfll- ol-g-sV^ Al^-g- nfl, 75~150csp 
<>14. "Ill- #<H, ^334 ^12:51 4 1043 *l£.^-Al = S.l^l-3^i7l- o}%6$ SJI444. 

£4, «J)4 *1^ -§-#°-!li $7l-4fc ^13.2^ tEHsl -§-# Al^ojj ^^1 0.001~0.1%°U, 

£4 M}^t}7\}^, 0.002~0.01%34. 71-3 44347flfe 0.0059H4. 

JL*§ *ll 2)13^3 3 ^«o] 3^4fe ig-ig O.^^, 4 13 711^ ^31 -g-f A^J ^)] 2 £ 

^34 43 23, NF18 SLfe EP 43(*ll34) -f-°fl ^l^fl^l -§-# T-l^^ol £ £3)3] ^ a3#-g- <U^4 -g-7)4 sfl 

1- f-^3 O^O^fe 34|t- 0)-g-44 3^3 Al^ojjfij = ,g. ^g}^ S^O^ -g-f. A^ 

olcf. <iRV f-oll Sl«1| Aj^Qflfil pH# a^sH ^S>^^lfe «WHtt pH 7 ojsls 

*Vfe ?H 4. yJ-^oflAl, 13 71)^ oja. o^sl ^.^ a1^ ^ 2 ^(^l-'S, 50rpm)j ^] 1 

-g-7_H 50^^(50rpm)o.3 JH^Sl'ST'l ^4fe ^ 4 2 ^l 13 7fl^ <Q£ <%#2] 7l7fl# °}-g. 

«H l^l^l 7l7)|fil QjJjLJL 

°1*H ^AHioj) ^ -g. AiPjsHp}-, -g- 1<3£ ois.o)| tb^slfe ^Joi o>^4. ois>2i ^ahhi ojojAi 
r FK506j A3A-1 FK50621 1^*** 4-o-4°/^ D J, ^sl^FK506«^l S^H 7l7llt!-4. 

A] AH 1 

FK506 l.Omg 
HPMC 2910 l.Omg 
Tfl 2.0mg 

FK506* <H14ir°ll -g-^^l ?1 o) -g-sllAiy ojno]] HPMC 2 910* 71-SH ^-&a1?1 ^, 92 4. ojol^l h> 

i^)9jiHli Egflolofl ^71 ^1?- TiSf}- ^, ?131 ^(coffee mill)3 ^-^4514. =L ^, ^05. ^ ^ 

^4°1 3-$ ^^11(SPC)?1 471 l-D-1-6)* <9°i4 

(1) ^H1 D ^ 250^21 ^ofl ^o] ^ ^o)) ^-o. 1 _ 1 )( > 250pm)s. «;4. 

(2) (l)oflAl *fl» ^J^ 180^21 *H *11 ^ ^* l-2)(180~250/an)3 «-4. 

(3) (2)^M1 ^111- -§4$ 150jum2l S1H1 3<H 21<H1 ^ a^fc l-3)(150-180wn)3 ?V4. 

(4) (3)<H|A1 Sfll- ^-4^ ^Jt- 106/ffli2l Sflofl zjol s)l ^0)] ^-o- ^1^. 2:Aj^ 1 _4)( 106 _ 150 , an ) S . 

(5) (4)»l|Ai ^11 f-s).^ 75|flD2l sflofl 1<H afl ^1^ ^ 51 -i: l-5)(75-106wn)3. ^4. 

(6) (5)oflAl Sill iAj§ l-6)(<75/an)°-3 «-4. 

2 

AjAioj) lojAi ojoiAi J,*]) » avs(| !_ 2 )i. 43.ii(58.0ing)4 £ ^^4^, ^^11 ^4°i ^*ll3. 4^14. 
^^]<41 3 

^Ajoil 14 £o) ^ gj-7] ^aj ol^-ol^]^, oj^y ^If-ol 180-250/anfil 443 jisfl ^aVs))! St114^4. 
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»*m v\3.3.&o]5.A ^-8-^ 71X1 

3-DFK506 HPMC 2910 
(l.Omg) (0.3mg) 

3- 2) FK506 HPMC 2910 
(l.Om fi) (0.11m ) 

£4, 3LH £4*1) 3-1)4 4S£i(58.7mg)l- 4 £44^1, «4<*1 qf^j 3-D-g. ^7>3. 2 

3) £4*11 3-2)4 4S£i(58.9mg)«- * £44*. $4°} 3-2)* iM*^. 

4aH 4 

12I 2* £4*11 1-2)4 f-^MI *M 47] s] aa| £4*1H- a*ll45a4. 

4- DFK506- MC 

2.0m) (l.Omg) (l.Omg) 
4-2) FK506 • PVP 
(^^2.0mg) (l.Omg) (l.Omg) 
4-3) FK506 ■ HPMC 2910 
W%2.0wk) (l.Omfi) (l.Omfi) 
4-4) FK506 • HPC 
(?■*%= 2.0mg) (l.Omg) (l.Omg) 
4-5) FK506 • PEG 
(##2.0m) (l .Omg) (l.Omg) 

4- 6) FK506 • HPMC 2910 (0.8mg) 
j£5t 2.0mg) (l.Omg) • PVP (0.2mg) 

£4, 24 -f- < a*>7)l *M 47l 4 :a*1 4JeL£>:(34)4 ^114^4 4^1l^(0.6mg)-§- 44 «7f 

*Ka. 34 60.0mgfil *3#*lH- 44 3^1434. 

4*H 5 

FK506(1.0mg)4 HPMC 29 10( l.Omg)* «l-§-4^ 1^ 3X*fl £4*11 1-2)4 ^4711 2*11 £4*«# 3^4 ^ 

. 4*H 24 -§^47)1 4°J 471 ^7>^1# 44 S4*Mi. #4 60.0mgsl 5-l)-4)# 44 3^1434. 

^#*ii No. azu 

5- 1)13 >gl-S.iL^(2}^) 
^0^4 pUM1# (Q.6mg) 
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5-2) <&^± 

5-3) ^lii 
L-HPC (3.0mg) 

5-4) 4^ 

2£ (0.6k) 

6 

FK506 l.Omg 
HPMC 2910 0.3mfi 
3) 1.3k 

FK506* ol ^-«Bofl hpmC 2910* 7>SM sg-g-Al^l Jf, ^^SJcf. <g<H^ g^ftf- 

°J 2^* 6-l)~6)-|r ££4. 

(1) §4fl^-ir *H *H *i| $H tf£ 3 -ft 6-1)(>250k)S $4. 

(2) (1)°IH f-4$ 3* 180fanSl *H Qo] s)| ^ofl ^.g. 6-2)(180~250wi))S. $4. 

(3) (2MH sfl-t *4« 3* 150/anSl *))<H] *fl $H tf£ 3^* 6-3)(150-180/an) $4. 

(4) (3WM *«# ^J-i: 106^3] *H £<H t *|| fjofl tf*. 2-8#6~4)(106~150/m)3. $4. 

(5) (4)«M Sfl-t- 3-§- 75/^ Sflofl zjo] *|] ^ofl °. 3}* 6-5)(75-106wn)3. $4. 

(6) (5)«H Sill- -§4$ 3-1- 6-6)25. $4. 
*JaH 7 

64M ^jo^ jl^ £a>*|) 6 _ 4) x^ug^. 58.lmg £ i^ol^ D >n^^ 0.6mg4 £ 

<*n 7s $-4. 

^>-Hl 8 

*J*H 14 S«*MI *H «1-7| Jin) £4>sfl# ^. 4* 3 3**H °J4 4»°1 180-250^ i^] 

44 ;m$4. 

8-1) 4^3444! HPMC 2910 
(l.Omg) (0.3me) 

8-2) 33-ofl 3) -#3.3.-33- HPMC 2910 



- 14 - 



snmm ^2003-0040556 



(1.0ms) 

8-3) 40-O-(2-*lH.^A)) HPMC 2910 
-1i-W<>|'l! 

CLflflg} (0.3ms) 

*I*H] 74 -§-<asM) ^JL, ^S,^ (58.lmg)4 ^efloHi'tl: °K2v1l£(0.6mg)£ ol-g-SH zjzj-^ 3g#^# £*(|£c|.. 
9 

i*fl £<+*ti 9 
FK506 10g 
HPMC 2910 3g 

3g 

n 16g 
*M 9 

Jl*fl 9 16g 

7)1 700g 

FK506-I: <H]<e-§-<Hl -g-sflA)?!:^ HPMC 2910* 7}i}a\ ^ °J-tHr±^£-|- 7>*H * 

£4. °)3-§- ^, ^ * * aefl^efloiE]* o]-g.*H ^SKu, 212^ *f|3. 4« 

*4* 92. £4. §-tVs)) 94 ^S^-i ^ iEflol-^A]. BVnt|l#* £$-*H 4|4 91- <2tt4. 

*W 9 350mg-§- 13: ^^•H], S# 70mg-§- 5S ^ 4H ^#4°! *M A ^ *H*)1 BS. 42*4. 

•*MH 10 

al^ll «-<+^fl 10 

FK506 lOg 

HPMC 2910 3g 

gm.^ 3e 

Til 16g 

10 

3.*$ 10 16g 

^eHo^a> D >nM)# 7g 
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n) 7oo g 

gsf ^<a«i-7ii »h a^i s-*i*ii 10 ^ xi^i io* 
*}*H 11 
51*11 s-9:*ll 11 

FK506 lOg 
HPMC 2910 3g 

A 16g 

*M 11 

51*11 frtt^ 11 16g 
31 700g 

FK506* °im*<H) -8-*1M?l 51, <>l3W HPMC 2910* 7>*H £ i^-^51, t!&'r&#£-ft 7>eH 

tb^. ol3* £21^ i^H- U * ^«IHrfll 0 lE|* ol**H $3*H 250*an ^ 180^S) *)1S £^ 

si- 51, 180-250/anfil ^(fraction)* 51*11 £*V*|] us. *cf. 5l*l| £*>*11 114 5? "l-ai^-fr 

*tf*H-*l|* 11* Vt=^. *)M1 11 350mg* 12. 53#ofl, 70mg* 531 *9e]-<S Jflfcol J<N C 

$ *M1 DS 

12 

5i*)l -g-LVsfl 12 
FK506 2g 

fiiiiEflol-fiAi #e)4)^ 98g 
HPMC 2910 2Qg 
31 120g 
12 

51*11 ■S-y-^ 12 120g 
Til 121.2g 

S-iiBflol-f!^ ^eH^* 80tS 71-g; -§-SI1a1?1ji, oj^ofl FK506* 7>6fl H<&*H **11$4. 0 l^°fl HPMC 
2910* 7]-*M £ ^, SelloH *7} ^4^4. 2°^ 5l^#* lis £ifl$- 4s 500^1 

si *ns ^ *n# ^!* 51*11 i2s ^4. 5i*i) £^*n i2# ^Ei]o^A> 12* 

5JL ^°1| 60.6mg £g«H *M ES ^£4. 



-16- 



g;t)^5i ^2003-0040556 



*1>"-H 13 
3.4 13 
FK506 2g 

oHii^iEl-Hl^olE 2*eW(Eudragit RL) 6g 
2e 

4 10g 
*M 13 

jl^l 13 lOg 

efrSA^ 13Qg 
Til 140g 

°)]fM-°ll FK506 S 0 Wiitt*M^a*aWS afe|i>|t *«IM*1jI, Sl-iM^tt** 7>*M t *tH*t}-. 

#4) ^ -B-^-S. ^4fl«>o^ 150/an * 106jmS] *l|f- ©1-g- 106-150/an^ al*fl £tf*H 13 

<lsl 2^1 §-tVs|| 13-i- ^liisf £^ *M 130.3. *U, 5£ le^fi 5g#o)| ^.a. 7 0mg 

14 

3-4 £V4 14 
FK506 2g 

^^^"ll^HlellolE 2-feH(Eudragit RL) 4.6g 
o}mc^i^3.^o)E. a^e)o](Eudragit RS) 1.4g 

4 io g 
44 14 

i^l ^^1] 14 lOg 
13Q g 

Til 140g 

132f -f-IJSMl *H 106-150/anSl JlSfl 14^ 44 14* iaflSl-JL, 14» 5S. *e)-« flfcofl 70 

mg *£«W 44 GS. 

-9*W 15 

£>tf-*ll 15 

FK506 2g 

^Dlii-a-^iHl^HlsllolE 2fe]Bl(Eudragit RL) 3g 
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«M:ii1rtH^H««Ws 3#eH(Eudragit RS) 3g 

A 10g 
313] 15 

J131 £-£3) 15 lOg 
^E.2-+l 13Qg 
7)1 140g 

134 *M 106-150 im £A>sfi 15» S3l?l $7}3. 3131 15* 2:3)SU, 55: 

iy jg^ofl oj^-g- yomg 3131 HS. S>£c]-. 

-=jJ*H 16 
331 ££31 16 
FK506 2g 

ofll-tt-S.^^ 0.4g 
ej-S-g.^ 6c 
31 8.4g 
3)31 16 

ol31 §-£31 16 8.4g 
g}-S.g.^ 131.6e 
3) 140g 

°H<£-§-°fl FK506 ^ -g-«flAl?]i, ^£5.^1- 7 }SH * £^4. #3) Si? 22:$ 4, -fi- 

ts. 150/an ^ 106/anS) 31 » °l-g-«M §f-e>ul, 106-150faa2l J231 £-£31 16.2.3. JI31 § 

-£31 16* 3-S.i2.iSl- ^-i- 313] 16.2.5. «m, 52. I^ej g^oj ^.a. 70mg -f ^a)] is. *^4. 

17 

J13] §-£31 17 
FK506 2g 
oHl^il-S-ii lg 
^£^.i 6e 
7)1 9g 
313] 17 

S31 §£31 17 9g 
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^■£■2.^ 131e 
31 140g 

i63f *<y*};>|] SH 106-150wn2] jlM) 17* ^f, ^7>S. aflafl 17* ^SKa, 5£ *3 

6 13* 70mg f^«H JS. Sl-^ct. 

•tt*W 18 

18 

FK506 2g 

0.4g 
HPMC 2910 0.6g 
6g 

3] 9g 
*H*1] 18 

jISJI §-AVsil 18 9g 
^5L$.± 131e 
31 140g 

*H<4| 164 *<a*MI SH 106-150/anfil .2*1) 18* 4, ^3. 18* £^«t-H, 5± *e}« 

£°l °1?1* 70mg aflafl K3. t\%z±, 

19 

19 

FK506 2g 

ofll-il-S^i 0.6g 
HPMC 2910 0.6g 
6g 

3) 9.2g 
19 

ji*n €"t>«n 19 9.2 g 

130.8g 

Til 140g 

164 f-HsM] sH 106-150/an^ 19* ^, ^>s. *W 19* 2:^|«m, 55: 53 

°13* 70mg *M LS. Sl-^cf. 
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*)*H 20 
Jl^l 20 
FK506 lOg 

3g 

HPMC 2910 3g 
Qg,SL± 5Qg 
n) 66g 
*fl*f| 20 

£tf*fl 20 66g 

^11 700g 

FK506-g- «*#&<1 -fr^M^U. 0i3.fi. ^l-tl-Siil- 7>«H -g-sf)$4. ol HPMC 2910 ^ 

7}*>o} § ^^sj-n, #Afl ^ #2,$. ^ 44) i-sfl-lrelMEll- oi-g-sH 3 250//m^ sfljL 

*ll« f- 4 $ S-ir **fl £^*fl 20.S.3. $4. jL*| 204 £ i^KfUJ £tf*H *M 2 

0-§- °Jfet}. 20^1 350mg# l£ £4<?l ^^o)], 70mg-|- 5x ;g4H 5g<£ofl #^*H M ^ Ni£ 4 

H>"-H 21 
f-iV^I 21 

FK506 lOg 
^fli^f-Sii 3g 

HPMC 2910 3g 
%SL±± 2Q g 
n] 36g 
*ll*ll 21 

ul«H 3-2*11 21 36g 
71) 700g 

*H 204*^*MI 4°1 ^3$*, 212*anSl sflS. £^4<»1 ^t^f^t2S| £tf*fl 215. $4. JI*1) 
sfl 214 ^E4i 31 i6)l°^-t> "VaUl^-l- -£^4°) *M 21* °Jfe4. *W 2121 350rag* li £ 
$ 70mg •§• 5± 14€ 53^«fl *3*H ^1^1 0 ^ PS. 45*4. 
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-S*H 22 
3.4 22 
FK506 lg 

^HS££*| , 8-'{Hisl|s(HLB=6) lg 
(DKl^fe F-50) 
A 2g 
44 22 

3.4 &$4 22 2g 
^5L$L± 68g 
3] 70g 

FK506-I- <H]^l-/o>^m=l/l ^?!jo)) -§-«(1a] ? |jl, ol ^-ofl^. 751cs 7 ]-g;SH ^HsLSL^l 1^ <H]^iH|h» 
-§-«i)^l?l ^, -a-Sr^l ^^M^, 1M £^ ^ol^l -H-^s. ^H)?!: ^, 150/an ^ 106^ 311- 

°l-§-*M £3-*U, 106~150/an2l 3-4 £V4 223. «-cf. ji^) -g^l 224 44 22* 

<2^4. 22(70mg)* 53: f^of ^ QS . ^^cf. 

23 

Jl*l) $#4 23 
FK506 lg 

^HS.iLi^l'g-^oil^Ell s(HLB=6) 0.75g 
(DK oflitllS. F-50) 

^HS.ii^l'g-a-HliEll =(HLB=2) 0.25g 
(DK j^a F-2QW) 
4 2g 
44 23 

3-4 &V4 23 2g 
^SLSL± 68g 
4 70g 

-^H 224 ^-^4 *H 106-150^ 3-4 &#4 234 *M 231- £#4. 23(70mg)-& 53- ^4"?! ^^ofl 

^a]o|) 24 
3Z^1 24 



FK506 lg 
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^H3£i*|w 0 MH^l2(HLB=l) lg 
(DK ofl^Efla F-10) 

n 3g 

44 24 

Jl4 24 3g 

%S.±± 67g 
4 70g 

*)*H 224 *H 106-150/anSl 3.4 $#4 244 44 24* £$4. ^a)) 242] 70mg-l: 5£. flam 

°fl *fl*il S3. 4534. 

*j*m 25 

olafl 25 
FK506 lg 

^33..fi. ±*1 IftMl i e| h (HLB= 1 ) lg 
(DK 4^2- F-10) 
4S£^ 3g 
31 5g 
44 25 

H*fl 25 5g 

^£4-^ 65g 
3) 70g 

224 ■S- < a«1-^l *H 106~150/m4 2-4 254 *M1 25* £$4. *W 253 70mg* 5£ fl4« 

°)1 ^4°j 44 TS. 4534. 

26 

3.4 ^4 26 
FK506 lg 

^H3£i*lnKH:£iEl)H(HLB=l) lg 
(DKoflitflS. F-10) 
^g-g-^ 5e 
4 7g 
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44 26 

3.4 26 7g 

gj-E-g.^ 63e 
31 70g 

2 24 -f-UsWl *H 106~150/mi2l 2^1 ^^1] 264 44 26-§r £$4. 26^ 70mg-t 5S. €43 
°fl **l*H US. 4$ 4. 

27 

3-4 &#4 27 
FK506 lg 

4 H 4# e] 4 e ej #a H ] iE |E 30g 
^SA^ 15g 
4 46g 
*)l*ll 27 

^3) 27 46g 

^5L±± 24g 
3] 70g 

EllHEl-^Bl^flE^^Hj-Aj. ofl^Efles. 80TCS. 7h& -fr*^:!!, oj^ofl FK506-S: 7>*H JffiuVsH -g-«l)Al?Jcf. £ 

150m 95 106^21 ©l-g-*H -S-^SU, 106~150/an2l i^l 273. ^4. £^1 274 

i# *M1 27-I- £^4. 44 2721 70mg# 55: 14H VS 4#4. 

-M^H 28 

JuLjH) 28 

FK506 lg 

tfl H e} ^ ^ e «v a). o|| ^ efl a 30g 
#Bi#»HlolE 0.3g 
31 31. 3g 
31^1 28 

Jl^l £#4 28 31.3g 
ejSA^ 38.7g 
31 70g 

^A]ofl 274 ^11431 4°1 106-150/anel JLafl ^-a}.^ 2 84 *131 28-& <2#4. *0*fl 2821 70mg-§: 55. ^43 3£ 
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4 *£*H 44 wi s]-£c]-. 
•±MH 29 
jis)) -g-JHl 29 
FK506 lg 

ellHel-#El^]flH2l^'S-<+ofl^E)]a i g 

7)1 5g 
*H*ll 29 

3.4 29 5g 

3] 70g 

3]Be]-i-EH3!EEl*l«!K> ii^loj <H] <&-§--§; 7l-*H 40tS. 7>£ -g-sfiA)?] n, o]^JcH] FK506* 7\i}^ H«V«H 

S. §-4fltV $ >?H ^1^ ^ssl-ul, 150^ ^ 106/an2] *fl» °l-8-*H S-^SKa, 106~150/an2] jl*1] £-£*]] 29 

3. tb4. i*fl -S-Hr^ll 292]- ^-£5.^1- *H 291- 2^4. 44 292] 70mg* 531 ^°\] f-^SH 

44 xs. $%t\. 

44 30 

FK506 0.5g 
^lii 29.2g 

31 30g 

FK506 1^-1: U S-iflsU, ^ i £))<>)- Si -*V nfaifl^if £ *)H] 30.2.3. *)1*1] 

30 60mg^ 5£ fel-fi *3£°f| *ll *)) ZS. «>^c+. *il*l) Z2] S*IH <>]■%■% FK506 *]£ U ^-ifl^^ °j£ £ 

l-10fanolal, S3 <Qx\ 3 m °}%z\. 

31 
*]£.: 

• W ^AlofloflAi FK5062] *fl*)l A, 44 C 

• cfliE aMK^-g-^ 44) 

^*l]#« WO 91/1949521 ^A]ofl i 51 22]- f-<ysM *H 2:^](^7l (a)-(d)S. °lf-<H*)Tr i*fl &V44 (e), (f)» 
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(a) E}Hf-Bl^-i(FK506) log 

(b) *|HJM=3.«n|SH|#3..SLi i m 

(c) 2mg 

(d) 3£i ?)•= M-ef- lmg 

(e) ^Sii 59.35mg 

(f) ^Eflol-fl^ 0.65mg 

0.005%s] *]H-IH=3.1iH-3..2_i ^-g-^-g- 9ltiSL3. P H 4.53. 2^ «3}(900m£)-S- a!^^o.s.a] Af-fr*^ 4 i 
3 7fl^g «]£ <$&s) -g-# Alfl 2 ^(Jfll-ig. 50rpm)oll nj-ej- Aj^-g- 4^1 4e^i}. 

*l?Khr) A(%) *l?Khr) C(%) 

0 0.0 0 0.0 
0.5 17.4 1 12.1 

1 35.6 2 30.9 

2 57.6 4 55.9 

3 71.9 6 71.3 

4 80.9 8 81.6 
6 89.7 10 87.0 
9 95.2 12 90.4 
Al?Hhr) cHa 
0 0.0 

0.17 30.1 
0.5 68.4 
192.8 
2 100.1 
*H°H 32 

<9*H 314 -S-^SWI *M -§-# ^-§. *8sH Weibull ^MMsl 4* sJ-eWEl * T63.2%3 #-§- ^S>55l4. 

£1 ^4 

*M Dmax(%) m n Ti Tfi3.2%(hr) 
7 101.7 2. 69 1.18 0.0 2.3 
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A 95.9 2.24 1.03 0.0 2.2 

C 92.5 6.14 1.24 0.0 4.3 
*y) E 101.6 1.93 0.60 0.0 3.0 
*11*I)F95.6 2.51 1.00 0.0 2.B 
*ll*tl G 99.0 3.69 0.91 0.0 4.2 
*fl*t)H88.8 6.34 0.88 0.0 8.2 
?M 195.6 2.51 1.00 0.0 2.5 
?jU J 99-0 3.69 0.91 0.0 4.2 
*ll*l) K 101.2 1. 69 0.80 0.0 1.9 
*0*IL91.4 2.48 0.75 0.0 3.3 
33 M 90.4 1.61 0.62 0.0 2.1 

0 83.9 2.5 0.67 0.0 3.9 
m Q 104.7 1.89 0.93 0.0 2.0 
*H R 92.1 2.0 9 0.82 0.0 2.5 
^1^1 S 86.0 3.73 0.89 0.0 4.4 
alMl T 87.9 2.00 0.93 0.0 2.1 
m U 93.4 1.03 0.86 0.0 1.0 
^1^1 V 83.6 1.14 0.54 0.0 1.3 
*jU W 87.1 1.30 0.69 0.0 1.5 
311*11 Z 85.7 1.98 0.75 0.0 2.5 
cBS 100.9 0.41 1.10 0.0 0.4 
-a^H 33 

• -tf?) ^A)ofloflA^ 2,$)$ FK5063 B D 

• tfl2 ^K-^H 314*1)) 

a)^ 6 "felsl 4o|icl-S.7li ££o) (cynomologus monkeyW 7)1 ^t 1 f-<=i(FK5062l f-^^Q-S.^^, i 

mg/€£°m 1^ FK506 ^Ht-f-S.?^ ^^o|^ Afl^o] 6kg £3f-S\ 3-§- 

°l-8-SH f-^ 17*1# -S-^ll-* 1?)SU, 12*1*H #3 A]$ 7])A) 
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3 ^ «M M** **M XHi-s ^cf. of^f. "A # 20me# ^$4. 9*1 £3 

f^lf- °l-8-*H 3& ^ sls.^ lmts) *B#)sH £#*l-fe #e^?Hl *ti 

4<>1, °-t -80rs. ^^^cf. 5.=. tf> ^-£3] <y£^ ^*1^7ll5i 1-9265 

9£3. FK506 4<>I3 A&S«HW8<EIA1)«| ^ *fl H 'Jl-S-SM ***\ 7)4% <Q^-S. $ 

6 °Vgj<Hl^3l t-flolElsl 
*l?Khr) *y] B *M1 D tfl a /j*9 

0 0.00 0.00 0.00 
0.5 0.44 0.28 0.91 

1 2.59 1.03 3.02 

2 4.26 2.27 7.13 

4 3.89 3.14 3.27 
6 3.48 4.42 3.85 
8 3.47 4.12 2.63 
10 3.70 4.06 2.48 
12 3.73 4.10 2.51 
14 3.85 4.13 2.27 
16 3.60 4.75 2.20 
18 2.96 3.95 1.76 
24 2.21 2.57 1.32 

$3. 1^ ^-£(Cmax)fe ^# 3^*13. clji, If 1 £^ *1 #(Tmax)£- 3.^ lf> 

^£7> ^cfl^lofl S.^ A]£°-3. 81-^cf. MRTc ^1^- filnlSl-al, 1^ ^Etfl A]^- 

^2)(AUC)«-44Bl§(trapezoid)'a* °l-8-*M ^Sl-S^. SE$, 37 f-^^sl «^^(^*»sl ^SS.^, 
C.V *1(£5 £*l-/5g 5*1 (%))-» <4#«1-^^. 

*l] *l| Cmax(ng/mL) Tmax(hr) MRT(hr) AUC 0 - 7 2h r (ng' hr/tnL) 

rc.v.i fC.V.l fC.V.1 fC.V.1 

*W B 5.51± 1.02 8.2±2.9 21.1±0.5 126.3±22.2 

145.41 f87.81 fSSl f43.11 

*M D 5.48± 0.94 10.0± 2.7 22.6± 1.0 144.3± 21.0 
Ul.81 f66.91 111.21 T35.71 
$2i44 8.41± 1.46 3.3±0.8 17.6± 0.9 91. 1± 20.4 
f42.61 162.21 T12.71 T54.91 
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34 

^^oii 334 *h 3^ t^-s Aifl* *3W4 

a))*)] Cmax(ng/mL) Tmax(hr) MRT(hr) AUC 0 . 72hr (ng- hr/mL) 

fc.v.i rc.v.i rc.v.i rc.v.i 

44 E 9.36± 1.08 6.3± 1.7 20.0±0.4 186.6± 18.5 
[28.41 [67.51 [5.11 [24.31 

44 L6.16±0.57 4.3±1.1 19.3±0.5 135.5± 17.7 
[22.61 T61.41 T6.91 [31.91 

44 Q 4.70± 0.39 5.0± 1.7 21.4± 1.6 122.6± 10.2 
f20.21 [83.01 T7.01 f20.3l 

Z 5.72±0.92 8.0± 1.2 20.9± 1.2 133.2± 16.1 
[39.31 f35.4l fl3.7l f29.61 

x%2l44 12.27±2.60 1.4±0.3 14.3± 1.0 80.8± 15.1 
[51.81 T46.51 [17.71 f45.8l 

VJ-^^l SL'A 

^7)3} 143-^4, 4 44Z: ^ *f-a)$2\ oV3S.4olE.7il Cmax7V v\3.3.i%°\Z.4 S^-f-sl #-g- 

4 44^ «W Vta, 9i Tmax4 MRT7)- ^-g-*| <£#S]o1 $1^ £ ^ 2.1V, #-g-^ alMH u|«H aJ 7 ] z> 
44$ AUC7> ^§ o^J-oj ^, £Efe, 4=^ aflalH H|«fl Cmax SJ/SE^r AUC^l 7)|*])Alojo ) ]Alsl ^-f-^o) ^ 
44MU SJcf. 

t^ofl r 435.Hl- 0 lH7i] 3l^#2l 2)J1 1^ if5L 3Lfe 1^ 4«- ^-lEtfl A^V 3^*). £3) <£| 7flSHA> 

^.^ifl 3U 1^ ^ f ^ 5f# %-£tfl A)Q ^AjsV £3°) X§£a1/^-2*1(C.V.*K%))# oj-g-sH <r 
214. as) .a. rt S-f-^°l 44j IT ^ C.V.^l7> 3l£ iLCl 0.5.^ 37H 7l*€ ^-g-Aj a^js] c 

-g«oiH -y^-^ ^.*), ^-s] * 7flA|i- oj^ H ^ 

(57) 

1. 

pH 4.53. 2*0$ 0.005%el ^^l = illtlii =r-§-°-3-i- A|^°Jjo.3Al AV-g-sV^ *ll 13 7fl^ 433 -§- 
# *)) 2 ^(3fl«^, 50rpmW 44 nfl, nVH3.4<>lH7jl #$-«-3] ajcfl -8-#^fil 63.2%7l 3 & 

#S|£- A1^V(T63.2%)<>1 0.7-15 Al^ojji, 

a)7]*\ v}EL3.e}°]B.n 47l I )S. ^^5)^ esH«3 Sl^# * a ^44^ S^Slfe «9«>lJl, 

<^«}-a1 I> 
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R 



0' 



,11 




10 



(I) 



a) 27fls) ^£€4* q-Eft|l7l4, SE^R 2^ °i?i7)<U ^S. 9X3., 

b) 5U£ AAQ #±mv}$e) ^°HW It* <r 5tU; 



m& <gn&), ^7i<Hi s^*)) <a-^7i# ^iiu; 

*4i7), (^±#7} * el£SAi7l), (^i^7> ^ ^±^4), 31^7 q -CH 2 0-2. SAjS)^ 711- M-eHU; 

Yr +±7), (^r±QA ^ *1HS-A]7)), (^^7} * ^4^7)-), A] N-NR " R 12 £^ N-OR " 0.5. 
7]# uH^iflaL; 

R 11 5 R 12 ^ ^^3. ^€7>>, t ? j7l, o^7l S.AJ7H- ufEl-vflol; 

R 13 , R 14 , R 15 . R 16 , R 17 , R 18 , R 19 , R 22 * R 23 £ =.33 0.3. ^^}7.f £^ ^^71* l+E^lfli; 
R 24 £ ojo^ - £ XI ^ *m ojAj-fi] 4^^7}# *T XI ^ «"8: >-fE}t}|oj; 

n-g- 1 £tt 2# M-Efifli, 

Aj-7121 filD)ofl $.£04 *, 7 >S. Y, R 10 ^ R 23 £ n^l-ol SU^ XSj- 31^ 5€ 

afe ol^-o]7l^ 5?/S^r «-fi-SRr i+Ef^ ^SL ^-^-h <>1 4^ 

*7]^ <£*l7l S1HS.A17J, oX^X\ 7] ^£ 7 ] q _ CH zSe(C gH 5 )S. SA|S)^ 71, * OlA^^ elH^Aj7l 

°fl £l*fl <k v ^7lS-?-El o^ol^l 3. ^oflAi Ajajsl^ olAj-o, 7H o^gfl 5^), 

(i) ^-7^ iflofl Hj^g ^EflS-Ai §7fl«ffe Jlafl ^V*fl, 5 ^ 

(ii) 0 J4 £i#<>l 0.1-50/an, ^/S^ ^5 H*} a)#o| 0.2~20tfn<?l ^3 SL2. ^#(I)sl n]A| ^-^ 



all Sl^^, ^^«-(I)Ol *c-7\W Ml°fl W)^^ £7|5*ir jUH it^fe *l] 



2. 
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37*- 3. 

4 2*4 W<\, ^r-7>-8-^ s1h-s-a|h5l141 41 «3.ii, felH|lS|t-e|£, *l = 4Ajn 

3.1 tffrSi £^ fe)41*!l #e)#°J *l«iM§ ^ 

St 1 * 4. 

4 2*oi) xw*), ^4 £^47i, 

(1) 2L^r 1#7> ^4 £/SL*r £^4^1 tf-frSU, 

(2) <H*1* 3-445. *-8-S)x| Sal, 

(3) *7] alSfl £#4S) 37)7> 350 p m 2£ ^5)0.3. SRr *1*^ 44. 

5. 

4 2*4 sh^i, ^4 ^^i7>, 

(1) #*#(I)<>1 *|£*M=E3.*4 , a -tl-S-i ifloj u)^l ^EflSA-j, ^^=uls. pl-HS-eJ-ojE. 3^-§-(i) (1.0)4 44 

0.1 - l.OSj "#0.3. *7j«^jl, 

(2) ^E^7f 7\]3.*\ *-fj-£U, 

(3) <H*I* JMMs. *-8-s)*l ^ 

(4) ^71 JXAfl ^-i>^|sl 3717]- 250 ii m ol*|-*l 3i* J^^iS *1 B <H 44. 
3^* 6. 

4 1*4 Stl°W, <&*} *1# 0.1-50/an, 35/£*r $3- $*} *|f-<>l 0.2~20wn °J ^3 is. $*#( 

1)21 v)M] 5L**V^ 44. 

^T 1 * 7. 

4 1*4 5U<4^, *W(D* 

R 3«R4,R5^ R 6si "^SHr zm^l a^l-sl l**V:a flfe 4431 40H $43 1} 

i**^^*u sa^; 

R 8 4 R 23 o. S-^^ ^ril^Wjl; 
R 9 elHS.A)7lo|jl; 

R 10 £ ^£7], 4171, HS.171 5E±r H7lol5l; 
Xfe (^r±€4 ^ ti^^l) £tt ^71 ol ji; 
Yfe 4i7]olji ; 

R 14 , R 15 , R 16 , R 17 , R 18 , R 19 sq- R 22 ^ 4l7lo) ji; 

R 24 ^ 3-R 20 -4-R 21 -A)#5.Sj^7|0lJl i 

017HA], R 20 £ slcSA)?), ^l^A]7l. ^i7|, £fe -OCH 2 OCH 2 CH 2 OCH 3 7) o] J7, 

R 21 o. *|csa171, -OCN, 114*17], 21** *l§7l# 7>1 443.«>1-14*1, -OCH 2 OCH 2 CH 2 O 

CH 3 71, Sis:?) *1«=-§M7|, ^3.2., 2-3-3., o^lii^^l^^^, <>l-*)E7l, p-fg^A) 3-2.?)-= 51^4*1 

7] o j0|7lv|, £^R 25 R 26CHCOO", 

o)7l4^ t R 25 ^ OJS1S. M€ 3-lHS-A)7l, iti€ ©Wi^H-H, * 
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R 26 o. g:- nfl^ £ ^ 

r 20 4 r 21 £ ^ ^*>ji; 
n-8- 1 £fe 2"?1 ^^#^! *1lMd XIX]. 
^T 1 * 8. 

^•t 1 ^- 9. 

*11 1*^ *ll 8*J f- $ 5a°H, tfXl, XIHXl, 4^. 3X1 3i£ fl-M ^Eflo] *nM3 X]X|. 

10. 

XI W a|£( T 63.2%W 1.0 ifl*l 12 aRKI *nM3 
11. 

X] l*M SM^, Aj#(T63.2%W 1-3 8.2 A)?i<d 
St 1 * 12. 

XI 11MI Si^H, Al^(T63.2%)o) 2 ifl^l 5 W§ X1X|. 
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